A straightforward synthesis of a group of 4-alkylamino-6-nitroquinolines starting from a common intermediate, 5,8-dimethoxy-6-nitro-4(lH)quinolone 2, is described. These compounds were tested in vitro as potential antitrypanosomal agents. Some derivatives were found to have a significant activity, but less efficient than the control drug.
Introduction
gel, 10 in dichloromethane at room temperature gave 2 in 96% yield. Conversion of compound 2 to the corresponding 4(lH)-quinolone 2 was accomplished in boiling diphenyl ether in 80% yield.
Heating quinolone 2 with an excess of phosphorus oxychloride yielded 4-chloroquinoline 4 (68%).
Reaction of 4 with amines gave the corresponding 4-alkylamino-6-nitroquinolines 5-2 in 37-68%
yields. (Scheme 1) 
Scheme 1
All compounds were screened against T. cruzi epimastigotes Tulahuen strains. T. cruzi epimastigotes were grown at 28 °C in Diamond's monophasic medium with blood replaced by 4μΜ 11 12 hemin. ' Fetal calf serum was added to 4% final concentration. The compounds were dissolved in dimethylsulfoxide and were added in concentrations of 100 and 50 μΜ to the culture, using a 20 μΜ solution of l-[(5-nitrofurfurylidene)amino]-2-methyltetrahydro-l,4-thiazine 1,1-dioxide (nifurtimox) as control. T. Cruzi epimastigote growth was followed by nephelometry using culture flasks with side-arms tube. 12 ' 13 The inhibition growth percentage data were calculated on the seventh day of culture (exponential phase).
All the tested compounds inhibit the growth of the parasites, but none of them was more active than nifurtimox. The presence of a chlorine atom in the molecule seems to be important, so we are currently studying the synthesis of 4-alkylamino-6-chloroquinolines in the search for more active compounds. (Table 1 
Experimental
Melting points were determined on a Kofler apparatus and are not corrected. IR spectra were obtained on a Bruker Model Vector 22 spectrophotometer. 'H and 13 C spectra were recorded on a Bruker AM-200 spectrometer, using tetramethylsilane as internal reference. Column chromatography were performed on Merck silica gel 60 (70-230 mesh). Elemental analyses were carried out on a FISONS EA 1108 CHNS-0 analyzer. Accurate MS measurements were determined at the SERC Mass Spectrometry Centre, Leicester University.
To a solution of 5-{[(2,5-dimethoxyphenylamino)]methylidene}-2,2-dimethyl-4,6-dioxo-l,3-dioxane 1 (5.0 g, 16.3 mmol) in dichloromethane (25 ml) was added nitric acid adsorbed on silica 
